Myeloproliferative neoplasms (MPNs) encompass a diverse yet homogenous classification of hematologic malignancies including primary myelofibrosis (MF), essential thrombocythemia (ET), and polycythemia vera (PV). Although clinically distinct, these three entities share similar clinical and prognostic features and are characterized by clonal stem cell proliferation with recurrent chromosomal abnormalities. MPNs can be accompanied by symptomatic worsening, particularly weight loss and splenomegaly. However, of these symptoms only splenomegaly is targeted by conventional therapy. With the key discovery of the JAK2V617F mutation, there has been renewed focus on effective treatment strategies aimed at counteracting the debilitating side effects accompanying this disease. In this brief article, we describe the clinical features, course, treatment approaches, and monitoring utility of progressive splenomegaly and cachexia in MPNs.
When considering overall weight loss in MPN, confounding variables of edema and spleen size must be taken into account as they may conceal ectomorphic body mass. Additionally, weight loss does not directly correlate with decreased adipose tissue, but rather may represent substantial muscle catabolism. As such, classification of a previously overweight patient into a 'normal' category may underestimate the true degree of muscle catabolism that has occurred. 9 Inadequate serum cholesterol has long been known to be a feature of MPNs. 10 Despite adequate nutritional status, patients with MPN are more likely to be deficient in low-density lipoprotein cholesterol (LDL-C) (<100mg/dl) and total cholesterol (<150mg/dl) compared with agematched controls. 11 Data in terms of high-density lipoprotein-cholesterol (HDL-C) (>60mg/dl) in MPN patients appear to change over time, with some studies indicating increased HDL (>60mg/dl) at the time of diagnosis 11 but decreased HDL with progressive disease. 6, 10, 12 Hypocholesterolemia is exacerbated with untreated disease progression 10 and is correlated with decreased weight. 9 Given that the most frequent variable associated with hypocholesterolemia is splenomegaly, the mechanism for decreased triglycerides may be similar in nature to the cytopenic effect seen with blood components, namely sequestration within the spleen with disease-induced hypercatabolism. Interestingly, there is no available evidence to suggest that the reduction in lipid profiles translates into cardioprotection. Rather, this effect is most likely a measure of disease-related cachexia, which correlates significantly with a poorer prognosis. 11 The effect of hypocholesterolemia is more pronounced in MF compared with PV or ET. (see Table 1 ) may have clinical activity not only against splenomegaly but also against the cachexia and hypocholesterolemia of disease.
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